We appreciate the interest of Montaigne et al. (1) in our study on the regulatory role of angiotensin-converting enzyme 2 (ACE2) in obesity-associated epicardial adipose tissue (EAT) inflammation and its effect on cardiac structure and function (2) . Recently, there has been a tremendous interest in studying the cross talk between EAT and the heart (3, 4) , and mice are a feasible model to study EAT effects on the heart. However, murine hearts possess a specific depot of EAT at the dorsal and dorsoventral sides of the atrioventricular grooves, unlike human hearts that are surrounded by very high amounts of EAT (5, 6) . The purpose of the gravimetric analysis in our study was to show a relative equivalent increase in the EAT levels in wild-type (WT) and ACE2 knockout high-fat-diet (HFD) groups. We are an experienced laboratory in murine cardiac surgeries, and the EATs from different groups were carefully collected under stereomicroscopy. We collected the EAT predominantly from the atrioventricular groove, and due to the low levels of EAT in mice, we pooled the EAT from three to four mice to perform our experimental assessment. It is also noteworthy that we used littermate WT control and ACE2 knockout mice at 6 months of age, in contrast to ;2 weeks to ;6 months of age in the studies cited by Montaigne et al. (6, 7) . In our study, littermate WT mice weighed ;40 g compared with ;32 g in the cited study (20% higher body weight compared with ref. 4 in the letter by Montaigne et al.) (7) , and mice also received a 45% HFD (or a 10% control diet) for 23 weeks after weaning compared with 3 months of HFD in the study by Yamaguchi et al. (6) . Böhm et al. (7) mentioned that only their HFD group showed detectable EAT; however, they did not report EAT weights, making it difficult to directly compare our results. Also, the gene expression analysis is reported as "fold increase" in mRNA expression in the EAT from the HFD group (possibly compared with the control groups).
In contrast to the comment by Montaigne et al.
(1), Yamaguchi et al. (6) clearly showed the existence of EAT at the atrioventricular groove in mice as young as 2 weeks based on perilipin-positive adipocytes with progressive maturation of adipocytes with age. The authors performed various experiments to characterize the EAT in their murine models: histology showed that the EAT was subepicardial; retroaortic ink perfusion confirmed the coronary artery mediated perfusion of the EAT; and atrioventricular groove fat also showed the expression of brown adipose tissue-specific genes and pan-adipose genes, which is typically seen in human EAT. These three key findings led the authors to conclude that they were clearly able to identify, collect, and study the EAT (6). We concur that human tissues are the best candidate to assess the translational nature of the scientific findings. We also assessed the ACE2 levels and inflammatory status in the EAT obtained from nonfailing control and obese patients with heart failure with preserved ejection fraction, which essentially showed similar results to
